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Commissioner: 

L t DrManish Umrethia, declare as follows: 

1. I am employed as a Head of formulations; Norbrook Laboratories Ltd; 
Newry, United Kingdom and am engaged in development and 
implementation of new pharmaceutical products/procedures within the 
Research Division. I have been in my current position since 14/12/2009. 
My responsibilities include the development of pharmaceutical dosage 
forms, the manufacture of lab scale and pilot scale pharmaceutical 
dosage forms, and to maintain an awareness of the status of 
patents/intellectual property rights affecting the development of 
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pharmaceutical products and provide technical input to the 
patent/intetlectual property portfolio. From 07/11/2006 to 09/12/2009, I 
was working as a post doctoral research fellow at School of Pharmacy, 
Queens University, Belfast, United Kingdom and major role was to 
develop formulations of phararnceutical actives and biologies. Prior to 
that, from 20/02/2006 to 12/10/2006 I was an assistant manager at Bharat 
serums and vaccines Ltd, Thane, India with duties related to injectable 
formulation developement. 

2, I received a PhD degree in Pharmacy, from The M.S. University of 
B a rod a, Gujarat, India. I have reviewed the specification of United 
States Patent Application No. 10/510,204. I am not an inventor of the 
subject matter claimed. I have reviewed the rejections to the pending 
claims set forth in the Official Action mailed from the United States Patent 
and Trademark Office on January 20, 2010. Additionally, I have reviewed 
the references cited by the Examiner as the subject of rejections 
regarding the patentability of the claimed subject matter, 

3. Additionally, I have reviewed the presently pending cfaims, which are, in 
general, directed to an injectable solution comprising 0.25 to 30% (w/v) of 
Carprofen or a physiologically acceptable salt thereof, from 0.5 to 20% 
(w/v) of a poloxamer, and water q.s. 
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I have ateo studied the Official Action Issued on January 20, 2010 In the 
present application. In particular, the claims have been refected under 35 
USC § 103(a) as being obvious over Ruchate ei at In BP 09 55063 
fRuchatz"} In view of Emi et at in CH 663788 ("Emf ), as evidenced by 
Chi m US 5 ? S72 r 832CChf ), In partfctilar,; the Examiner asserts that it 
would have been obvious to modify the iojeciahie fomi of the formulation 
described fay Ruehate with any well known propionic add derivative non~ 
steroidal ahtWnflammator^. See the Offidal Action at page 3. 

However, contrary to the Examiners assertion* It is submitted that 
suggested modification, le v > substituting, earprofen fer jbuprofen, would 
render the formulations described fay Ruohate unsatisfactory for Its 
Intended purpose, in this regard, it Is sufemftted thai merely substituting 
Ihuproten with oarprofen, In the formulations exemplified by Ruchafe, 
renders the formulations unsatisfactory for Infection, 

As evidence of the aforementioned , I have overseen the preparation of 
and studied the expenments and data described herein below. The data 
described herein provides evidence that the mere substitution of 
Ihuprafen with earprofen leads to an unstable composition, which would 
sirffar from a deficiency Including* for example, a foamy composition not 
suitable for Injection , a composition having undissolved oarprofen or poor 
synngafolll%. 
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7. Two formulations were prepared according to the description prodded tfl 

Ruchate, except that Ibu profeo was substituted with carprofen. The 

formulations are as foi tows: 

a. Batch P 141 90 

Carprofen 5% 

Propylene glycol 20% 

Copolymer A 22% 

Copolymers 5% 

Purified water q.s 1 00% 

fa. Bateh PI 41 90 

Carprofen 1% 

Propylene glycol 20% 

Copolymer A 15% 

Copolymer B 10% 

Purified water q.a 1 00% 



8, With regard to formulation a above, it is noted that the product was e very 
thick whitish brown pasta at mom temperature with excessive foaming, 
which would make this formulation unsuitable for administration by 
injeefidn. in this regard, it was not possible to withdraw the -formulation by 
1.6'© or 23G needle, in addition , it is noted thai. .carprofen is not completely 
dissolved in soph a formulation. Please note, sodium chloride: was not 
added in this fpm^yjaiipn it would Increase viscosity even more, thereby 
making the resulting formufatson even less Instable. 
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With regard to formulation b above, It s$ noted that oarprofen was only 
soluble in this formulation after odnifofnafen of vigorous mixing and 
sonicatlon for prolonged period -of" time. The resulting formulation is very 
foamy at the top of the vial. In addition, It is a thick gel like formulation^ 
from which air bubbles vary tiliffieult to dissipate. This formo(ation aiso had 
poor syringeahlt y v 

As further evidence that the two formulations described' above were 
deficient please soe the attached photographic Images labelled Annex A 
and Annex 6, which show the properties described In paragraphs 8 and 9. 

Based on the experimental evidence described herein and MiuMraied in 
Annex A and Annex B, it is submitted that the examples mentioned in 
Ruehatx are not viable for Injectable formulation after replacing Ibuprof en 
with oarprofen, as suggested by tha Examiner, 
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1 herfoy further declare thai the statement made herain of my own 
knov^edge Is true; and further that this statement was made with the 
knowledge that willful false statements and the like so made are 
punishable by fine or imprisonment or both, under § 1001 of Title 81 of 
the United States Code and. that such willful false statements may 
jeopardize the validity of the appyoafion or any patent Issued thereon. 
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